In this paper the optimum timing for the postoperative functional cure of basic intermittent exotropia is explored based on support vector machine (sVM). one hundred and thirty-two patients were recruited in this prospective cross-sectional study with 6 months of follow-up. Examinations included angle of deviation, central and peripheral fusion, controllability, and near and distance stereopsis. Influencing factors of postoperative alignment and stereopsis were analyzed with a chi-squared test and univariate and multivariate logistic regression analyses. At 6 months post-operation, there were 84 successful procedures for the angle of deviation, with 4 overcorrections and 44 undercorrections. The success rate was 63.6%. The angle of deviation on postoperative day 1 was the only significant associated factor. One hundred and thirty patients had normal near stereoacuity, 60 had normal distance stereoacuity according to a Functional Visual Analyzer assessment, and 108 had normal stereoacuity as assessed by the Frisby Davis Distance (FD2) stereotest. The age of onset and preoperative distance stereoacuity with FD2 were the influencing factors of postoperative distance stereopsis restoration. The accuracy of this method of SVM was 82.1%. The angle of deviation for distance on postoperative day 1 was the only significant factor that correlated with alignment at 6 months post-operation, and the model of SVM was useful to determine the optimal time of the postoperative functional cure.
Intermittent exotropia (IXT) is a common type of childhood strabismus. Its onset usually occurs between 3 and 6 years, however, it might be detected much later in childhood. Binocular function is often disturbed by exotropia. In the phoric phase, the patient might have excellent stereopsis. With a gradual increase in the tropic frequency, patients might show a decrease or loss of stereopsis because of the large regional suppression of the temporal retina and anomalous retinal correspondence 1 . Surgery is an effective method for the treatment of IXT 2 . The goals are to restore alignment and to preserve or restore binocular function. The critical point is the establishment of postoperative stereopsis. A popular intervention criterion includes the reduction or loss of stereoacuity, or deteriorating control. However, the threshold of intervention remains poorly defined 3 . The present prospective cross-sectional clinical study examined preoperative factors that might contribute to postoperative success. Additionally, a support vector machine (SVM) model was designed to show the optimal time for surgical intervention based on the preoperative factors and provide valuable clinical guidance.
subjects and Methods
This study adhered to the principles of the Declaration of Helsinki and was approved by the ethics committee of the Tianjin Eye Hospital, PRC(YKLL-2015-8-21). The study was registered with the Chinese Clinical Trial Registry (http://www.chictr.org/en/; ChiCTR-OOC-15006997). Patients fulfilling the eligibility criteria were recruited from the pediatric eye clinic at Tianjin Eye Hospital, China, from September 2015 to March 2016. For each child, written informed consent was obtained from all the parents and children prior to enrollment.
1. Recorded the following data: age, gender, race, gestational age, birth weight, family history of strabismus, age at onset, course of disease, and squinting in sunlight. 2. Refractive error in both eyes by cyclorefraction was converted to the spherical equivalent. 3. Control ability was determined by the Revised Newcastle Control Score. 4 All surgeries were performed by three of the authors (KXZ, WZ, XC) according to consistent surgical formulae (Table 1) . Participating clinicians managed children according to consistent normal clinical criteria.
Surgical outcomes were deemed successful according to the angle of deviation at 6 months post-operation (esophoria/tropia ≤5 PD or exophoria/tropia ≤10 PD), recurrent (exotropia >10 PD) or overcorrected (esophoria/tropia >5 PD). The latter two were deemed failures. Near stereoacuity ≤60 arc second was deemed normal. Distance stereoacuity ≤20 arc second with FD2 and ≤40 arc second with FVA was deemed normal. statistical analyses. Analyses were performed using SPSS version 19 (IBM Corporation, NY), and values of p < 0.05 were considered statistically significant. Influencing factors of postoperative eye position and stereoscopic restoration were analyzed with a chi-squared test and univariate and multivariate logistic regression analyses. The model of a support vector machine (SVM) was used to find a clear cut-off point for functional cures after surgery. postoperative characteristics of the patients. The postoperative angles of deviation at 1 day, 6 weeks, 3 months and 6 months are shown in Table 5 . At 6 months after surgery, deviation success was observed in 84 persons, undercorrection was found in 44 persons, and overcorrection was found in 4 persons. The success rate was 63.6%. The restoration of stereopsis is shown in Tables 3 and 6 and Fig. 1 . The patients with intermittent exotropia had good near stereoacuity both preoperatively and postoperatively. One hundred and thirty persons had normal near stereopsis (98.48%). The two abnormal patients were both overcorrected (shown in Table 6 ). The preoperative distance stereopsis of most patients was damaged. Distance stereopsis of most patients could be recovered postoperatively at 3 months (shown in Fig. 1 ). Table 6 shows that the effect of deviation on stereopsis with Titmus, Frisby, and FD2 were not statistically significant (p > 0.05), and the effect of deviation on stereopsis with FVA was statistically significant (p > 0.05).
The angle of deviation at distance on postoperative day 1 was the only factor showing a significant association in the results of the univariate logistic regression analysis (p = 0.037, <0.05) (shown in Table 7 ). It was also the only significant risk factor for postoperative 6-month restoration of distance stereopsis with FD2 (p = 0.048, <0.05). The risk factors affecting postoperative 6-month restoration of distance stereopsis with FVA were age www.nature.com/scientificreports www.nature.com/scientificreports/ of onset and preoperative distance stereopsis with FVA and FD2, besides realignment with univariate logistic regression analysis (shown in Table 8 ). The above three factors were analyzed with a multivariate logistic regression analysis among patients with alignment at 6 months post-operation. The age of onset (p = 0.023, <0.05) and the preoperative distance stereopsis with FD2 (p = 0.036, <0.05) were statistically significant. The two factors had a cross effect, so it was difficult to find a clear cut-off point for surgical intervention by conventional statistical methods.
SVM can solve the nonlinear classification problem by projecting low-dimensional nonlinear space into high-dimensional linear space through a kernel function. Therefore, the problem of neural network structure selection and a local minimum can be avoided. SVM is a small sample learning method; it does not involve probability measurement or the law of large numbers. Therefore, unlike the existing statistical methods, the general classification problem is greatly simplified. The goal of SVM is to establish the optimal hyperplane of feature space partitioning. The final decision function is determined by only a few support vectors. The computational complexity depends on the number of support vectors, not the dimension of the sample space. Therefore, the "dimensional disaster" was avoided. The model of SVM is a classification method that determines the best plane/ line to classify the subjects with the highest accuracy. Therefore, the SVM was used to consider the influence of the above two factors. The formula was derived by the traditional method 4 . www.nature.com/scientificreports www.nature.com/scientificreports/ Forty-two patients were randomly selected from the 84 patients with success in deviation at 6 months post-operation as a training sample, and the remaining 42 cases were used to verify the accuracy of the method. The SVM was used for calculations. www.nature.com/scientificreports www.nature.com/scientificreports/ Input: age, preoperative stereoacuity with FD2; output: 0 and 1 (0 for abnormal postoperative stereoacuity with FVA, 1 for normal postoperative stereoacuity).
The dividing line for normal and abnormal is shown in Fig. 2 , and its equation was 88x-18y-224 = 0, where x represented the age of the sample and y represented preoperative distance stereoacuity with FD2. When the result of the equation was more than zero, it was marked as normal, otherwise it was marked as abnormal. The accuracy of the method was 82.1%.
Discussion
IXT is a common type of strabismus in children. The angle of deviation gradually increases. The purpose of surgery is not only cosmetic but also for reconstruction of binocular visual function. The factors affecting the surgical outcomes are wide ranging, such as age at surgery [5] [6] [7] , preoperative angle deviation and refractive errors [8] [9] [10] , fusion function and stereopsis 11, 12 , and early postoperative alignment 13 , that the optimal time of surgical intervention was still not clear. Jung EH, et al. 10 reported the surgical results of 39 adult patients with at least 1 year follow-up. The rate of surgical success, overcorrection, and recurrence were, respectively, 72%, 18%, and 10%. The alignment at postoperative week 1 was the only significant factor associated with surgical results, and the best early postoperative alignment was <10 PD of esotropia. Ruttum MS, et al.
14 offered a similar conclusion with 6 months of follow-up and 63% surgical success. 33Kim HJ, et al. 15 reported that the angle of deviation at distance on postoperative day 1 was the only significant factor that correlated with surgical outcomes at 2 years post-operation. The conclusions of this study were consistent with the above findings. The angle of deviation at distance on postoperative day 1 was the only factor associated with the last angle of deviation measured at 6 months. This was mainly determined by the operator's preoperative examination of the patient's maximum angle of deviation and surgical design.
Xue, F et al. 16 reported that patients with intermittent exotropia had good near stereoacuity both preoperatively and postoperatively. The preoperative distance stereopsis of most patients was damaged. Distance stereopsis of some patients could be recovered postoperatively. In this study, the conclusion was similar to the previous study. The postoperative near stereopsis was normal except for two overcorrected patients at the last follow-up. The postoperative distance stereopsis was normal in 54.5%, measured by FVA, and 81.8%, measured by FD2. The time of surgery was the key point when distance stereopsis was cured after surgical treatment.
There was no improvement in postoperative stereopsis of some patients who never appeared with esotropia after surgery. Persistent suppression in the central retina was the main mechanism 17 . A previous study showed that retinal suppression occurred before stereoscopic damage 18 . The sizes of the stereograms varied, which were projected to different ranges of the retina. The range of retinal suppression could lead to various results among stereotests, because the size of their stimulus was different. For example, the FD2's stimulus was larger than FVA's, so the stereoacuity of some patients with IXT using FD2 was better than those using FVA. Saxena R, et al. 19 suggested that a high grade of preoperative stereoacuity was the significant factor in the achievement of normal stereoacuity postoperatively at 6 months. Singh A, et al. 20 reported that a distance stereoacuity worse than 20 arc sec was an indication for surgical intervention. It is well known that the younger patients with strabismus were more likely to form retinal suppression. Age was one of the most important factors effecting stereopsis. In this study, the age and preoperative distance stereoacuity with FD2 were statistically significant for normal stereoacuity according to FVA at 6 months post-operation. The two factors had an interactive influence on postoperative stereoscopic restoration. It was difficult to find the cut-off point of the optimal time for surgical intervention through traditional statistical methods. The model of a support vector machine intuitively showed the cut-off point of distance stereoacuity by FD2 in every age. The distance stereoacuity using FVA was normal at 6 months post-operation with alignment, if the surgery was done before the cut-off point.
One limitation of this study was that it included patients age 5 to 35 years, so the findings could not be directly applied to children under 5 years or adults older than 35 years. Additionally, the number of subjects was small and different surgical methods were involved. www.nature.com/scientificreports www.nature.com/scientificreports/
Conclusion
The angle of deviation at distance on postoperative day 1 was the only significant factor that correlated with alignment at 6 months post-operation. The age of onset and preoperative distance stereoacuity were significant associated factors of postoperative restoration of normal stereopsis. The method of SVM was an effective method to show the clear cut-off point for optimum timing of surgery in every age group.
